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[0002] #flfcfclRl©^W368fcSB*&*vri vg, 4- (3-^od-4- (^n^afcVVTS: 
ytf/V^/tO TSy^cty^) -7-*h*is-6-*yV^#^7$*r^b* (S»J45 : 4- [3- 
^n-4-(N'-^oyD^WK)7iy^>]-7-^*WPy-6-*/^ 

„ 4-(3-^nn-4-(^n^ntVVT5:7^/V7K=/V) T^/^/^rv'^-y r-3rv-- 

-7-*h*i/-6^;vi/*/i'tf*^} f <DMM{tbttm,Xs m&miszxmmmiz. 
&tzn c -Kit*-r-i£vmm<Dm$&wmistix\, vs. 

[0003] #fr;£iKl : mm^sWflS02/32872^<>r7Ui/h 

#ff:£ifc2 : Bl^k|lf§3?2004/080462^:/:7W;yh 

#4#¥FX^1 :95th Annual Meeting Proceedings, AACR( American Ass 
ociation for Cancer Research), Volume 45, Page 1070—1071, 2004 
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[0005] _kta e ^^^i-^fc* i* 

< i > 4-(3-^nci-4-(^^t27 p ntvi'T5y^;/V'2K^yv) T^/^/drv-W-^h 

< 2 > ^(S-^oo-^C^n^ntV^T^y^/^^/V) T^/:?^/^) -7-^h 

< 3> 4-(3-^nn-4-(^n^nfcVVT5y;*7A'tff— ;V) T^.y^^/^)-7-^b 
<4> 4-(3-^Dn-4-(^D^afcV^T$7*/V^/l-)r$y7^7^)-7-yh 

< 5 > 4-(3-^no-4-(^n7°otVVT^y^/V^— /W) T5:/^ai/^v") -7-*Y 

< 6 > 4-(3-^nn-4- (^n^atV^T^/^/^^/W) T^^/driX) -7-^h 
^^-:3fyy^;fr/v^i^F<7);^:x;vv*^ 

< 7> 4-(3-^nD-4-(v^n:/nfcVVT5/#/Vtf;'— /V) T^y^^y^riy)-7-^h 

< 8 > 4- (3-^DD-4-(^n7°ntVl-7'5:/^7/V^=/V) T^JVsl/^I/) 
<9> 4-(3-^X2U-4-(^uy^n\i°^T^y^^^/U)T^y^^/^)-7-^b 

<io> m3omm$T\z$$\,^x, mftftm&e ±o. 2 0 )9. 65° js^is. 37 

0 (C[Hl^rfc-^*i-^ <4>|E«(D^(A); 
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< 11 > ^cm&mmu&ykx^bMztdys^x, ^tm^bmi62. 4 P pm, &>i2 

8. Oppm % $]102. 3ppm*3j;^9. 9ppm{£fc°— ?&&-tZ>. <4>IE«tf>$£ifi ( 
A); 

< 1 1-1 > 13 c@^^*Ri^-<^h/Kc*5v vr, it^yyhm 162. 4p P m^t° 
<n-2> 13 cm^mm^m^^bM^^^x,it^yybmi28. oppmfct 0 

S&m-rZ, <4>Ef©i!SI(A) ; 

< 1 1-3 > l3 cmfcmmn#vMiX-<?bMcis\, vr, ^v^wmc^. 3 PP m^t o 

<4>IE«<7)^^(A) ; 

< ll-4> 13 C@^^#Ri^^h/K^joVNT, ^^>^h^]9. 9ppmi3:t 0 — 
?&m~TZ>. <4>sSM<D®i£k(A) ; 

<12> m^A^^bMOo\>X, fe^[1161±lcm _1 joj;t^l044±lcm" 1 {C 

m^-^m-r^ <4>mm<v%;&(A) ; 

<12-1> fc?\-m.$l^?bM£^^X, Stmil61±lcm _1 ^^l|Xfc°~^^i- 
6, <4>fE^O^ B B B (A); 

< 12-2> ^M*^h/W£*5V^T, ^1044± lcm _1 (C^I|Xt°— ^^r-T 
5. <4>mM(D%££k(A) ; 

<13> ^Xj^[HlJff{C*3V^T, 0^^(2 0 ±0. 2° )5. 72° ^3^13. 84 
° Kia#ftr— ^«r*+-*» <4>|E*Oij§f H (B); 

<14> 5^^-®llX^.^h^{CjoV^. &itl068±lcm" , *5j;tJ ? 918±lcm" 1 {C 

m&Kr-?*ftTz>. <4>mm<D^ B (B)-, 

< 14-1 > ^Kifc^^lvWC^-C $£gcl068± lcm _1 ^Kil5lt°— ^^ft 
5, <4>iEm^H B H (B); 

<14-2> ^®I|X^^h;H^*5V^, ^918±lcm~ 1 (C®JiXfc°-^^-r^ 
, <4>fB^O^ H (B); 

<15> *&7feXi^lHli>Ti^V^, (el^^(2 0 ±0. 2° )14. 20° Sd£X*17. 59 
° fclBJfir— <4>fE«<7)ijgS(C); 

< 16> ,3 C@te^8^*R§^^/M-:fcV^-C, fls^H^M&ieO. 2ppm, &J12 
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6. 6PPIIU&I105. 6ppmiSXXfm7. 8ppmt£fc 0 — ?*^irZ>. <4>fE*ctf>fell ( 
C); 

<16-1> 13 C@#:W^*i^X^h/V^joV>-r, it¥f7Vmi60. 2ppmlCk° 
<4>»*0»*(C) ; 

< 16-2 > 13 Cia^^*Ri^-<^l>/V(C*3V>X, -ft^>^h^I126. 6ppmKfc° 
-^Sr^Tf 5, <4>|B«0*S*(C) ; 

< 16-3 > 13 C@fr^aM*R§*^h/M£:feV vt, fc^H^HftlCTC. 6ppmlCfc° 

s&m-tz. <4>mm<D&&(c) ; 

<i6-4> 13 cmwmm^m^^hM^.^^x^t^yhm. 8ppm^t°— 

?*m~r%>. <4>f&tt©l£S(C) ; 

<17> #^KltZ^^h/V^*5V>-C, St^[1324±lcm~ 1 *5J;U ? 579±lcm~ 1 {C 
KiRtr-^Sr^rrS, <4>iB*<Z>*NI(C) ; 

<17-l> ^KJR^^h/Ucdsv^-C, &^:l324±lcm~ 1 tc:Mt: 0 — ^^--T 
5, <4>fEif£OjS£ H B H (C); 

<17-2> fcftm$LX<<?hMZ.&\,^X, jS^C579±lcm _1 {C®llXfc°— ^^r#-rs 
, <4>fE«<Z)ft*(C); 

<18> t&5fOQ»|§I$Tl£*5lvC, 0^^(20 ±0. 2° )8. 02° *5j;t^l8. 14 
° ^m*ff-^<S:*i-S, <5>|BttO^ B (F); 

<19> *&5feXlll§I£rfc*5V^ [U^*(2 0 ±0. 2° )9. 36° *S±m2. 40 
° (c(aJ^ft: 0 -^^i-§ N < 7>IB*<Z)fe£ (I) ; 

<20> fS5^SRJR^^h/VfC*5V»T, $tfCl750±lcm~ 1 *5iU5l224±lcm" 1 (ei 

<20-l> Sfc^!ftl|JlX^hrWC*5V^T. ^^1750±lcm _, tr®lRt o — ^^-T 
5, <7>fB«Oi^ B B H (I); 

<20-2> ^®li5^^h/V[C*3V^-C, &^1224±lcm _1 ^Mt°— ^^T-f- 
5, <7>|E^(D^ H B B (I); 

<21> *&mX^I5]5f{cioV^T, 0^^(2 0 ±0. 2° )15. 70° *J,fctfl7. 18 
° K.mx\£—9*1rt*. < 8 > IBifeOig.fi ( a ) ; 
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<22> fttYVR^^YMZ^^X^ &^Cl320±lcm -1 *5j:T^997±lcm _1 {C 
iHJlf-^^ttS, <8>|B*0DjSfi(o); 

<22-l> fS^RJfc^^lvMZlSSV^-C S#1320±lcm~ 1 li:!RiRir— 
5. <8>te*0*lfA(a); 

<22-2> ifrfW8lH5lX<<?hMZ&\^X, ^997±lcm _1 ^@ilt5lt 0 — 
, <8>ia*<D«fft(o); 

<23> ffi3sXmm$TiZ&^X, |sfyrft&(2 0±O. 2° )6. 48° ^oit/9. 58° 
fc@0ffcr--*4:*i-S, < 8 

<24> mft-WtlblX^bMZiS^X, ^1281±lcm _1 *3j;T^985±lcm _1 ^ 
KfcfcT— *«r*"*-3, < 8 >|E«0»ft ( 0 ) ; 

<24-l> *^RJDt^^h/Hc33V»-C, S8fr281±lcm~^cRjRlf— ^Sr^Tt" 
^ <8>K*Ofei(|l)i 

<24-2> 0^-m.U^^hMCiS^X, ^985±lcm _1 {clSil|Xt: 0 — f^WS 
, <8>iE*0>#NI(/3); 

< 25 > 4-(3-^nn-4-(v'^a7 P atVVT5:/^;/^— /V) -7-* 

rt£#$c£i-5, 4-(3-^oa-4-(^n7 P DtVVT5/^^-/V) 7$J°7xS3? 
^)-7-^hdE->-6-#yy>-^7K^^$K *?i/*;v-fci'm ! S&<D&& (A) <DWkJ? 

< 25-1 > ;\>^ rc^y — /u*fc}i2-^n^-?/— < 25 > IB 

< 26 > 4- d-4- (isftrTvifA'TSSXArf— M T^S7x.;**s) -7-* 
££Sr«Hftir*-5» 4-(3-^no-4-(v-^n^otVWT5:/^7^^/V) T$y:7W3f 

v')-7-yh^v—6-=¥yy^/^^5:K ^^/^^mm.<D^ B (a) ©suit:* 

< 26-1 > 4-(3-^Da-4-(v-^n^ e atVl-T5/^/'^^/V') 7$.S7=.S*f-is)-7 
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< 26-2 > nmm^wy-^tin^y~^x^ < 26-1 > iE*©sBfcfr 
* 

<27> 4-(3-^Dn-4-(^n^ntVUT5:7^/V/K^^)r5/^3iy^v/)-7-^ 
^>-6-^/y^^3rf-$ K ^V^A^>fll«>Sfflt?Mfc03Bf* (D *rft*ft** 
BI«ft&K**-r3£i:&4$»£-r3* 4-(3-^no-4-(i/^n^ntVl-75y^;^ 

< 28 > 4-(3-^pp-4- ( v^n;/n fcVv-T3;/#/l^— yV) T$S7x./*M -7-* 
) t%S7^s*M -7-*h*c v--6-^y y y*/u#WK ^yT/l^^RiOfeS 

<C)©»ifc*fife; 

<29> 4-(3-^nn-4-(^n^ntVV7^/*;^- /V)T^77zc/^riy)-7-^ 

h=3r^-6-^yy>-*/v^iJ-5K ^^Jvi/jfc^o^iifDto©^ (i) jsiUKjgSSE 

Sr»^5^fc*#«i:-t-5, 4-(3-^no-4-(v^n;/pfc7i'T$y#^~/W) T5: 
/7my^riy)-7-7«h^riX-6-dryy^^/^^^K ^>^/V^>mM<D^^ (C) 

< 29-1 > $»S^y— /V, /V*fc«2-7 e a^^7— /VT*fo5< 29 >|E« 
< 30 > 4-(3-^nc3-4-(^a^ p afcVVT§y^/^— /V) T5/7ai/^V)-7-^ 

^i/-6-^/y>-#/wK3riKK\ »i^yxMy|^u 

4-(3-^no-4-(v'^o^ P otVPT5y*/V'#— /I^) T^/^/^r 

-7-* h^r^-6-^yy ^AtfWMfSK >^yx^*yit«Diei (c) ojsiit*- 

<30-l > 4-(3-^OD-4-(^o^ > DtVV7'5y*y'V^/V)T5/^3iy^v')-7 
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oo-2> nmm&2--7us<y-,u-e&z><3o-i>mm<DM&jj&; 
b*i/-6-^-/y^*/vtf*-y-*\? *9>w*csm<7M& (b) &mm-fz>z.i:&¥?m 

*i/-6-*SV >-;*//l^=*iKK ^^/^^m^m^B (C) ©Kii:£8s ; 

< 32 > 4-(3-^an-4-(^n^ p atVVT5:/^7/V^/'V) T$S7=.S*?is)-7-jt 

-i^#1lii:ii-5^4-(3-^nn-4-(^D^ntVVT^y^/Wfe/V)T5/^^7^ 

i/)-7-yh^-6-^/y>-#/V7KdriKK ^^/^^tft^o^frfcoiM (f) 

<32-l> 4-(3-^nD-4-(^nyntVVT?y^7/V#^V)T57>'3iy^rv')-7 

«S§f*SE*aP^.5itS:«r«fc-t-5, <32>ia«<cD§g:£^j£; 

< 32-2 > ft^^g^^^*7tttg^^y^cttVV-Cfc5 < 32-1 > |B«<D®1 

< 33 > 4-(3-^on-4-(^n;7 p nfcVVT$/#/l^~/V) T^/^ydriy)^-^ 

< 33-1 > 4- (3-^oo-4- (^n^atf/VT$7^7/VJK=/V) T^/^^y^rv-) -7 

*»«Kran*.«ii:«r»«irf-*, <33>3B«©«3t^«fe; 
<33-2> ft^^i-^c/V— /V, /V*fctttert-^7— yl'-efcS 

< 33-1 >IB«<B«jfe*rft; 

<34> 4-(3-^oa-4-(->^n^ p Dl:Vl'T5:y^7yV#— ;k)75;7i^»-7-^ 

h^>-6-^/y>^/i^3riKh\ mm&3:xfi^*>w*>m&m&u &M£itz 
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urn-, 

< 34-1 > MMtfi/^si-Wfr^yV-ehZ < 34 > lEifc©^;^ ; 

< 35 > 4-(3-^oc2-4-(^n^ p ot:VVT5:/^//V^=/V') T^/^/^)-^-;* 

4-(3-^nn-4-(^n^ntVVT5/^7/V^/V) 

< 35-1 > J£$&/5M*/-/K ^^y— 7V*fc^2-^ p n/-?^— /V-Cfc5< 27>fB^ 
< 36 > 4-(3-^nn-4-(^^n^ p otVV-T?y^/V#^V) T$y7^/^i/)-7-y 

ZtZftmb-tZ. 4-(3-^no-4-(^o;/DfcVKr$/#/V'^-/V) T^/^/dr 
^) -7-y V^tfOlKK ^^^/V*^^<D^^ ( jS ) 

< 36-1 > 4-(3-^on-4-(v-^o^at:VVT5:y^/Vfc/^) T$77aiy^r^)-7 
-^h^-6-^/y^/l^^lKK ^^w^Myim> 

< 36-2 > «^a^*/-/H£fcte2-? , W V— < 36-1 > fB^(D»l 

<37> < 1 > ~ < 24-2 > v ^-rth^mm^m^^m-f-^mmm^m ; 
<38> <i>-<24-2>v>-ftt^ifB^o^^ H ^^r-r^>, toM%\$mm<fem 

<39> < 1 > ~ < 24-2 > v ^-rtbfaimM<Dm&*^-rz!hmm £.mmm ; 
<4o> <i>-< 24-2 > v N-r frfrimffiv&Mi&^-i-zffimmfti ; 
<4i > mmtmmm. *mm. ift&mm. mm. ra, mum. it 

< 42 > < i > - < 24-2 > v ^-rfrt>>mm<n*!iM l &ism-rz>6i. f g mfemm ■, 
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<43> < i > - < 24-2 > v ^ti^mm<D^^^-r^mm^mm ; 
<44> <i>-< 24-2 > v ^-rtifrimifc<DifeM i &^-rzimm!fo f gm ±m.m 
mm-, 

<45> <i>-< 24-2 > v vf tifr i mm<Dm£k *^&-r zmmnummmm 
mm-, 

<46> <i>-< 24-2 > v vj» m*itm<DU&*^mtt&fct&&wfemm 
<47> ^m^m^m^mm^ ^^mm^. &m$it£\*mm&i& 
@csj^-efc5 < 46 > mmv&m&m&femm 
<48> <i>-< 24-2 > v vj» tvfrimmoimMi&^-rzT^ti—j^itmmm 

<49> < i > — < 24-2 > v vf tv&*ini&<Di&&<Dmm¥wii%jm&B%-\z.iSL 

<D< 1>— <24-2>VNi*n^llE*Oijg^<D^ffi ; 

<51 > < 1 >^< 24-2>V>-f tt*>l|Btt©JSSSrS'#-t-Sc-Kit^— -tfia* 
<52> < 1 > — < 24-2 > V vf*Vi&» 1 IB*<D*Si& Srg" W-t* 5c-Kit=¥^— 

< 53 > c-Kit^-^-— M*mm?m-tz> , */t»43EMsic-Kit^— \£&&m-rz 
m*K ^tt#§tttfijfy^ ™^j3a^&jfiL^, /hsmi&ftfcis* gist, ^js-a, ip 

< 54 > c-Kit^— if £i®PJ3S§i-r5 , fc5V ^W:3E*®c-Kit'SF-^— Sr»^-T 

> - < 54 > v vf tii>nmm<om&M 
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<56> <i>-<24-2>vN-fHd^iia^<DM^^^-rs, mmmmm, 

<57> <l>~<24-2>\,^Hfrimi&(Dlfe&<DmW£±&$h&&. c-Kit=* 
<58> c-Kit^— tf«BW»a*f5, *fcl43ga®c-Kit^— tf&Dim-t-S 

^tt#Mt£6lfclPI, IBlMMgjiiL^, GIST, ^AffiSi, #P 

<59> c-Kit^r^-— v*m%3m~rz>. ^fc^^Mstc-Kit^-^— ^^rism-rs 

^£#Mt£6lfe#i, /h«BJKJ^*fettGIST-efc5<57>|B*©*jSfe; 
<60> g©M*^ot, 

<5i >iE«oc-Kit^--^pi^j^a#e<j^4^^^Mics^i-sx 

<6i> mffims&m. rw^- *fcii*&oj&«*ft"efcot, <5i>ie^<z> c 

< 62 > < 51 >mm<Dc-mt*+—vmmfti<Dmm¥.tm%i&&. c-Kit^-r- 
, c-Kit^- vmmrmm-r&im; 

< 63 > c-Kit^-^— t?«i*B8iw-3, *fc»43EM®c-Kit^— t?£$§m-r5 

» 

&&'wm&£i itm. mmms&tiL&skm, 'brnmrnm. gist, **jq& #p 
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<65> c-Kitdr-^-— -e$:j®m&m-rz>, ^tzi^mmc-Kit^— tf^msa-rs 
< 66 > mmmj&m, ru/^~^tzi-i^B<D^mm<Dmm<Dt^(D^ < 51 >ib 

[0006] &mW\ZffiZ>, 4-(3-^nn-4-(^oyntVVT5y^7/V3!K^/l^)T$/^^y^i/ 

fij^&fttlfc}:, Steffi ioitf ibUffi (#(c/^^-r-<^^y^ ( 

ba)) ^*5VNT«tufc^«^u jhmm±mmm&tctec-Kit*-r--emmmt 
[0007] [igi]mi«. if— ?j\sitK&tfz>myomim*.m\z&\,^x, ^/v^^ko^^: 

[06]ni6f4, mmm4xmbntz^^^^<Dmm^<Dm B %<D^xmm^<^ 
—is&mi-mxhZo 

[@7]ig7f3\ mi&M5xnbrLtz%/utf*^h~<D*?^xsu*>mt&<Df&B% (a)<d 
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msM8tt. mMM6^nbtiit#sv7$*^}?<D**i'w&>'m&<D&& (b) <d 
imvmw-i, mmm7^nhntc^^^^(D^^^^m^<D^B (c) <d 

(f) <Dffi3Qmm$t'<*-^zm-fmx*&z> 0 
im 1 1] m 1 1 j*. mmmioxnhfvtc^^^^(D^>^/^>mM(Dmm^i 

> (D^^xmmifT^-^m-r mxhz> 0 

(D 13 C @ frNMR^^ lv^^i" El XfoZo 

[|gi5]|g|i5«, ^ife^j7r-#btL^/^^5Kco^^/v*^ito^^ (c) 

[ia 173(2117^, mmmxnhtitc^^^h'<D^>^ju^mm<Dm^m (b) 
<^*^®iiR^^^h/^^i-iii-efc^ 0 

[B118]iai8f4 v Hiife^|7-e#P,nfc^^>1^5K^^^^/V*^^<Di^^ (C) 

im 19] H 1 9fi, ^ife^J iox*#b^^/i-^^5:K<D^^^/^^ito^fp 

[El20]El2Ote, ^^JllT-#btbfc^/^=¥f-5:KO^^/l-*^^C0M^ ( a 

) o^^®iix^.-<^h/^*-#-ia-e*>5o 

[!22l]El21fi > ^^J12^#^^/V^^KO^^yV*^^OJg^ H ( 0 
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[0008] yri^ *m%<Dftmz^xnm\zMw-fz>o 

[0009] Jz&W fC<&5> 4-(3-^on-4-(^o7 , o^/V75y*M-;l') T^/^/^riX 

[ooio] *mmz.&z>, jj/v7$*-y-*h*<Dmz, ismm*.^ x^^-y-^v&XTjmfo-r 

~b&X$Z> 0 

[0011] fc*5, ^/U^^hl-i, mffiteMm02/32872 J %-s<l/7Uyblcmi&<Djfm<Dte 

*\ mt<dm%lm 1-3 Kmm<Di7mxm£-tz>z.ti>xi*5> 0 
[0012] %;v#*^%Y*(DM.<D&mifamh\.x\3., mxjtz-xfam. 

[0013] ffi3ammmtz3sftz>m$rfim(2, e m±o. 2 0 (o^m^xmm^^ 

[0014] #M#lC:fc^-C, mtitftmze ±0. 2° )9. 65° *3«fcT^18. 37° {-[U^ft: 0 
-^^•■rSjifi, rm^^(2 0)9. 45° -9. 85° *3±018. 17° -18. 57 
° ^Sr*i-5jtV^wt*#l*l^ r(5]^S(2 0 ±0. 2° )5. 72° *J 

±U*13. 84° ^HUffc-^Wr^J^f*, r|H^*(2 0)5. 52° -5. 92° *5£ 

^13. 64° -14.04° \zmft\?-9**i-rz>\b\^z.b*nm,. mm-tomae 

±0.2° )14. 20° ftitm. 59° tc@*ftr— ^^-fsjfctt, rig$Hiaf(2 0) 

14.00° —14.40° I3±t;i7. 39° -17.79° tdlHl^ftf— ^«r*Tt"*J tV^t 
SritSfeU r[El^^(2 0 ±0. 2° )8. 02° :fcj;tfl8. 14° i£[l]#rfc 0 — ^Sr^Tf 
3j£HU r[5]^^(2 0)7. 82° —8. 22° *5iT^17. 94° —18. 34° izmffit' 
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— P&G'rZi&^b&M&iV. rm$Tft&(2e ±0. 2° )9. 36° &£X$12. 40 
0 (C[HljFffc 0 — ^^•-t-^jrHIJfr^|^(2 0)9. 16° —9.56° *3jl^l2. 20° —1 
2. 60° *&^Sj^5£fc«rft!*U rm*T^^(2 0 ±0. 2° )15. 7 

o° i3±t^i7. i8° Kmvxv— ?*m-rz>itn, m$t&&(2d)i5. so° -15. 

90° ^^16. 98° -17. 38° fc®Wtfr-*£tf^5jfcV^£fc&«!*U l"[5]$Fr 
£«(2 0 ±0. 2° )6. 48° *5j;tf9. 58° fc0*f tf-^Sr^-TSj £f*. rm#HSg 
(2 0)6.28° —6.68° ^±^9. 38° —9.78° kHUtfrfc 0 — ^£^31 b^^b 

[0015] *w»#^v^"C, r^^>^h^ 162 . 4 P pmte\?—?&m-rz>}bt±s mn^m 

fTlMb^v-:7hl62. 4ppm^©lHjf-|i^&fc 0 — *&^T1-5J £fc&lt!$feU 
S^7Hfcl28. OpprntCtT— ^Sr^SjifcJu rii^o$iJ^#{C-C 13 C@^NMRX 
^h/vSy^tTV\^^7M28. 0ppm^K^j{^(^^t: o -^^-rSjri:$r 
£*u r^v^H$i02. 3ppm^tr-^S:*i-5jttt, ra#oan^#^T 13 

C@#NMR^^M^l!|££fTV\ >fb#>'^M02. 3ppm£3IWtfJ^#&t?— * 
*#-t-5jit«r«!*b, r^v-7h^]9. 9ppm^t°-^§r#-r5ji:{4, r«?jr©jW 

[ooi6] ^flWtefcivr, r>fb^>7h#iji6o. 2ppm^t°— ^Sr^-rs j twu ra^®) 

^#^T 13 C@^NMR^.^h/VS!|^fTV\ fMH<7M60. 2ppm<b^ff#J 

m^(Dmi^m^x l3 cm^NMR^^h/^m^n^\it^^hi26. 6 P 

7. 8ppm^t: 0 — ^^-f^Jifi, rfi^<7>^^#{;iT 13 C@#NMR*-^M-$!j 
[0017] *WiW#fc*5V^, rjS^cii61±lcm _1 ^^ll2t°— rstsfeneo 



WO 2005/063713 



15 



PCT/JP2004/019223 



- 1 162cm" 1 \ZSm& — ?&#-r%i b\ ^t^itSfcU rS£#cl044± lcm _1 {C@£ 
^—^^-r^itit, mm043— 1045cm" 1 MUXt-^^-TS J b^^b 

[0018] ;fcH3#B#{C:}oVvC, rjg^l068±lcm" 1 {C®l|Xt 0 — ?%^-f-%]kn. r$^i067 

- 1069cm" 1 ^SrW^5j£V^i£#BfcU r^giS + lcm" 1 ^®^ 

[0019] *WmW^&\,^X, r^l324±lcm" 1 (^®»IXt 0 — ^^-fSjtii, T^#:i323 
- 1 325cm" 1 \Z.WSCd—^^^> J b\ ^b^M^U rSi579 ± 1cm" 1 (CiKsl 

fc°-^^r-r§jttt, r^578~580cm" 1 t;i®JDifc°-^£^-5jiv^<b£lc^ 

[0020] ^c|g^a#(^V^ N r^iySO+lcm^tC^lRt 0 — ?&miTZ>}bte, T^^1749 
- 1 75 1cm" 1 \ZSSt iRlf — ^Sr^Tf « J i:V ^5 wtSr* !*U 1 224 ± 1cm" 1 teK 

iRtr-^Sr^Tt-* j £ ri, r^i 223- 1 225cm" 1 \z.m.m?—?*mirz>\ b\ ^b 

[0021] #W#fl*K:feVv-C, r^i320±lcm -1 tC®J|Xfc o -^#i-5jt«, rjfefjki319 
- 1 321cm" 1 \zMM^—^^^>\ b\ ^b&M$kU T^it997 ± 1cm" 1 iCiRlfc 

[0022] *W*B#|J1*5V^, r^i281±lcm" 1 (C®l|Kt-^#-r6jif4, T^1280 

- 1282cm" 1 ^KJRf — ^Sr*-f5 j b\ *5£fc*r*!*U ^Wc985± lcnf^RJfc 

bit, rj£ifc984-~ 986cm" 1 V-^SvTJ-Sj t\^Z.k*WX. 

[0023] i-mmjfm 

[0024] i. mmM3m &M&&m&M2MM&m&hm 
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o 

;vm.K^wm^xm\^xhx\\ 

bmm.mfrb^m.&x<D'&}?n^ io#- 24mmxmz.t&xzz> 0 

[0025] 2. D-K/^^^^^^{i:Sfe^O^^(D^^^fe 

&x$z> 0 

mt&kVXte^ ^mti^^^^^h\ N, N-^^^AT^K, N, N-v? 
Z>^bfrX%^ $f£lXf4l. 2^#ffiv^„ 
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[oo26] 3. **>w*>mM<D&&(A)<Dm&jim 

IX tel. 2^*^V^ 0 

mm2) 
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wis*;vi£z/m<omz. mnizM^xi. 0^4—2. smmm^^^t^-v^.m-^. 

b<ttl. 4^ft— 2. 2i§MV^. 

20fff*ffiv>3 o Sfc, HjftKH:— *fctt2-4EIK:^W-C()P*.*i«>-C», # 

*L<tt2in^^{-j-x*nx.5o ^m^n^^**3ct^2iii a uy&nfcs 

^»©#=«Jt£L-CH\ 1:1— 3:l-t?fo«9, $f*U<fi3:2-Cfc^ 0 

a>e>2R#fta-cfc5o 

[0027] 4. ^y^yjffi(Dfef n f B) (P»3gr:fr3fe 
[0028] 5. y»>-X/^ >g»ift<Pfea(C)<PM3&^jfe 

CSJSfcl) 

(SS&2) 

?>x/Wrsmm.<D&& (C) SrSKS-t-SCt^-C^S. 
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fflV^£;5S-et\ ttp£L<te=c-*S— ;VX&%> 0 

mwumzmzmmztb^^K #*u<«2o c c-6o , c-cfc?), £9#*L<te4o 

(«Sfe3) 

L<fil. 2^*fflV^ 0 

*D*ft?aflEd^l5 , Cft5tt*-C©ISi^H:, 10#~ 6B#IH|-efr 5^^, 0*L<te 
lf^/5>£>2B#BaT-fcS 0 
(SSSr4) 
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*?^>varom.<Dfe& (B) &M~f-Z>Z.bX\ ^^/^^m<D^B (C) £§£it 
[0029] 6. ^^/^V^^^^^/ vx/V^^VKfgfecD^^OiSt^^fe 

IXttl. 2^4-3. 5^*fflV^ 0 
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✓V— ,MP$rJHvv5£ias-e#, #*L<ttftHfc^vK 2-:7 p ayV-,v-e&£o 
*^©*tt#^^ij^4vfev^^ #*L<i43£SC© 10-30^4, J:«j#*L<r4 

*b<«2HI(^(t-C*P^.5o HliajcjllPit«»«t»*5J:tJ«2iI S tcinx-S 

SliC^iUtt, 1 : 1-1 :5-C&«9, »*U<»1 :4-C*>5. 

jp3RM«ril#^«!Jissti/j;v^s % $f*b<(i50 t c-ioo < c-efc«9, .wsmxtte 
oTc-80 t c-e&3 0 

[0030] 7. ?t»^/l^>B»ifi<07ka ttl<0teafF)<0Wj&^rfe 

ts *f>-xfr&i<*m<D7mm<om& (f) &§m-rzz.t&x%% 0 

v<m. 3^4-1. 6StfflV^. 

20«Sfflv^ o £fc. &zte2-4®lzfti1rxJ)Qz.Z>Z.bhX%, # 

*U<f42|Hl[c^ttT*PxS„ ?0IiI^P^.5^*33«J;t/2(lIB 
mm&(OmmittVXtt, 1:1— 1:5-C*>0, &til,<m:3X$>Z> 0 

x;xhz> 0 
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[0031] s. **^]s^mm<Dmmfn M<Dte&(i)<Dm&i3m 

5^|g*OMitibT(4, 1:1-1: SXih*). ^flfclXtel : 3. 5X&Z> 0 

^^2^P^-Cfc^„ 
[0032] 9. s£>gzk£>Eg&£&i ( « ) <Ptstjgr;fr*fc 



WO 2005/063713 



23 



PCT/JP2004/019223 



T:x&Z> 0 

Mmum^hmu^x(D^Mi-i. 5#-2mmxn?z.b&x%, #£L<i*5#a>£> 
i. 5mmxh% 0 

[0033] 10. x^^yjfig)a^ ( B)<Dm&jTfe 

mm) 

(Mfe2) 
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&m&<0&mitbVX\^ 1:1— l:5-e*>9,»*U<»4l:l. 5— 1:2T?&5. 
1/20JBVS5. 

[0034] 1 1 . ^^i^^g^o^^/^i^^Kft«>oifea<p»3&^at 
9Sf*u<«i0fgfSfflv^ o 
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ofemm^Zo nmmtt—mz. t-tcfe2~4m\z.M?xMz.z^khx%, 
L<f42[gfc#tt-o!jp;t5o ^<om^, ^im^Mx.^mm&^xxf2\m s iztoz-Zm 
mm^mmktti.xi'i, i:i~3:i-T?&i^ m-^<it3-.2xh^ 0 
mm^MMam^mm^ti^^K $f*b<«5o c c-7o < c-efe«9, i£L<te6o 
x:xh^o 

mmum^ox:^x<D^}M^ io#~ 6mmxn?z.k&x$, »^<^imm 
frb2mmxhz> 0 

[0035] *mm<Di£M i &mMtL,xtiim-i-z>m^ mig, ^mM(D^ B tmmfmmmt 
±mmmtvx^ -m^mm^m^ri^ mmm. &&m, mvim. mmm 
•9, ^h^m'MM^io^xmm-r^thx^^ 

, yywf /K y'zsj'z/, aik^zfi/, v^^hV^. ^^±^n— ^ mMMfctr 
/w— ^ T7t*T=fJ*. hytf^K Hy^. "szcyyt, tKn^^otW^^/v-fe 



WO 2005/063713 



26 



PCT/JP2004/019223 



±wtommtLxtt. mm. m&^v-*, miz, mmxA&v^ 

±&mGMkLxti, mm. =.=mm.. n&=~mm.. 
±mm&m*Mkixn* =*=*t*. ^mu. ^yzm. mm, &Bt*m 

±mmtimmfflki,xi^ mm, tfv^^yv^-^, yu^u^v^-/^. 

±iE^»^jib-c«, mwr, v^mm. mmm, mm, ?^$m?£k<DWtffim 
zmtfz^k&xz. 

±&mmn\kLrcfc, mm, y^/w^-o-. ^evw*?^^, ,v 

z.k&X$. 

±1BfflBt<kmkL,XtiL. mm, TJWMf a-M7xP-;^ 
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3:7c, ±jRMMkixtt* mm, mm, $mm, *-?±*m, ^v-fm, hv-^m 
. ytAM<D&tmnm'MMs &mm, m&mm. T--?m, mm, &$m. & 

±tmmm&, ±mmm<o5*>. mmmrn, &&m, mmm^m, %itm. 
&mm&m, mummm. mmitm. mmtm, mmm. wmm. &mM. m 

-kmimmtz, ±nmmm<o^ m^utm, &wm&m. m$mmm, mm 
\tm, mmtm, wmm, mmm, vamm. &&im. m®.femm%mms.&& 
t*£xwmmirz> 0 

[oo36] *mw<Dte&*mmt\yx;®Lm-rz>w&. w&mwtiffltt. ^-m, &*mmz 
xvmteztK migf&AK, loo/zg^^iog^i e ^m^^t-nmrn^nx 

[oo37] *%w<D%i&\*, jkmmmmmtLxMfrxmmxhv. skmmmm^m^ 

m, mm&mmm, mm^m^&mm. mmmammm^mm, &&&&& 

^^mmmmm, T j ru-M,mhfsm<tmf^'mmtLxmmx'h^o 
[0038] *ftw<nm&*$mmmkvxm\ ^z>w&. mmtux, mz.\mm&, m 
m. *mm, %m. m&mm, mm. mm, mmm, mm*fctm*m&mfk 
*u m^mrn, ±mm, m±mm, mmt.tz^mm^^^\ 

[0039] *7C. *&m<DmM l tZ. 3&V Nc-Kitdr-f— |fi*?£tt&^U c-Kit=¥^— fOg 

^kfcJ:«5S^U7c^(^#iH4ej(ii?p!, ItSWffi^aM. /hfcBfl&flfclK, Gl 

st, m%mm, $mm, %m. mmm. nm^msmttc^mm) KM-tz&m 

Mastcytosis, 7W^-, WttZnm&lZjfrrStblWkLXhti&'Z&Zo 

mmm 
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[0040] 
[0041] 



[0042] 

[0043] 
[0044] 

[0045] 



mmmi. 4-(3-*nn-4-^P:/PfcVvT$y*/vfe/^ t^^/^-?-* 

H^M^02/32872^-/^>-^^5/h(CiE«<O, -7^~;V N-(4-(6-#/W^ 
4/V-7-*Y^y-4-^;yMttis-2-?vv-7zr.~/V)-t};V;^-~ Ml7. 5g, 37. 
7mmol)£N, N-^fvl-*/KkT$R (350mL) Mm^m^LTiZXfcJfc 
^(^^a^atVVT$^(6. 53mU 94. 25mmol)^Px., ^jfi-C— Bfc^#Lfc 0 BL 

fom&*a. 75D t^px, ^#bfc 0 tir&vtcum&zm&^x, 7ox.x 

m^xmrnzn, mwr^x-mtmrx^m.^x^vtc 0 m mut^in^ 
atsmtsL mmrnu $biz.7ox;x8mmm,mi>x, ^ie^ h (i2. 9i g> so. 2 

%)£#fc 0 

m&m2. 4- ( 3-^PP-4- ( v^P^PbWT^ T$ J~7*. S*^) -7-* 

(l)7x^ N-(2-^na-4-fcKn3ri>C7a:^/V) hoSSif 



4-T$7-3-^na ^3.7— M23. 7g)£rN, N-i^^vl^/VAT5K(100mL) [ZMM 
U 7K^Tt 6 y> ? ^(23.4mL)^Px.fcm> 20 < CWT"C^nn^7 3 i=/K23.2mL)SrM 
TL/Co mmz.X30ftmMW<D&^ *(400mL), mm^M300mL\ 
6N-HCl(48mL)^Px.«#(D^ > ^JgSr^lfftUto &10%-k&M200mL) 

#)46g£@fl^bT#fc 0 

'h-NMR^-^K/WCDCI ) 5 (ppm) :5. 12(lh, br s), 6. 75 (1H, dd, J=9. 

3 

2, 2. 8Hz), 6. 92(1H, d, J = 2. 8Hz), 7. 18-7. 28(4H, m) , 7. 37-7. 43( 




2- 

\VO 2005/063713 



29 



PCT/JP2004/019223 



2H, m), 7. 94 (1H, br s) 
[0046] (2) l-(2-^dn-4-tKo^^ 3 i^/V)-3-^n-7 p atVV^WT^)$iit 
[0047] tffc2] 



[0048] ^zvv N-(2-^an-4-fcKn^<7*=iA')*— h£r. N, N-^^/V* 
/VAT^K(100mL)t£*§3?U 7fCi^T'>^n^ntVl'T^M22.7mL)^Px., gtfiKlT 
♦Watttbfc. 7K(400mL). ftB6^M300mL), 6N-HCl(55mL)&;&P;tT&#<C>^ % 
#*Jifc*WKUfc. #MWBSrl0%*Jfc!k(200inU-C2liiasi#©«, «fflH'^>>>A 

#)22.8g^#fc„ (4-r^/-3-^nn7aiy— /W*»e>©J|X^877%) 
^-NMRX-^hMCDCl ) S (ppm) :0. 72-0. 77 (2H, m), 0. 87-0. 95(2 

3 

H, m), 2. 60-2. 65 (1H, m), 4. 89 (1H, br s), 5. 60 (1H, br s) , 6. 71(1 
H, dd,J = 8. 8, 2. 8Hz), 6. 88 (1H, d, J = 2. 8Hz), 7. 24-7. 30(1H, br s) 
, 7. 90(1H, d, J=8. 8Hz) 
[0049] (3)4-(3-^on-4-(v'^n^'ntVVT5/^;y'V^— AS) T5./Z7=.;*i/)-7-*h*cl/ 
-6-dr/y^/V^>f-$KC0^3t 

-J^/V^/V^^Y (20mL) 7-^h^v'-4-^oin^ryy>'-6-^;/k#^*K( 
0.983g) % l-(2-^nD-4-tKn^i/7^^/V)-3-^n^ p afcVV!>UT(1.13g)43j; 
tf«**s^A(2.7lg)S:Jp*, 70 < C»cT23NFWiBilMJI#Ufc. KJSJfctr^iatcM 

uti*, *(50mD^Dx, ^tm&*m&tt^b^mmk&®\.5Sf&mz„ ( 

IR^88%) 

[0050] »3S0H3. 4 -(3-^PP-4-(^n^Ph>7 $ Z^Zk^Zk) T$ 77^73^-7-* 

^^#K^T, BLl&&mzL7-*\*- v--4-^an^yy >--6-#/i^3r1?-5:K ( 
5.00kg. 21.13mol) N ^^"7l-X^^r^K(55.05kg), l-(2-^on-4-tKDdriy^ 3 i 
= /W) -3—>^a7°DtVWl^T (5.75kg, 25.35mol) ioXZflJV ^At-^r-^K ( 
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2.85kg. 25.35mol)£Jli#:&AU L Co 20 < C-C*30#jt#U ^©t, 2. 5P#F^ 

*»tt-cia*Sr65 , c*T?Jh#$*fco ima«-ei9R#ifg»#ufcm> 33%(v/v)r-t 

h^*(5.0L)*5J:tf*(10.0L)Sr3. 5B*|flj&»tt-C$B[TL;fco ^Ti^T^. 60^2^ 
F^S#U 33% (v/v) Tirh^* (20.0L) ioit^TK (40.0L) SrSSt^iT'lBf Hfld* 

33%(v/v)T-fe-h^*(33.3L), /ic(66.7L)*3j;T^Tir^(50.0L)-ejli^ 

ft*U «fBte£-*&7.78kg&#fc. (iR*96.3%) 
[0051] _kSE»B&0!ll— 3T*#bttfc4-(3-^DD-4-(v-^o^otVVT5y^7/V7j<- 

ttttx V*Tft&SIB^WMO2/32872^:^l'yM::iE|R0>, 4-(3-^nn-4-( 

[0052] gjfiML 4-(3-^PP-4-(^P^nbVVT$ yj;^fe/M 7!7;n7^»-7-y 

4-(3-^OD-4-(v'^n7 P nt:VVT$y^;/Vfe/V) 7$J7x.S*is) -7-^b3^>- 
e-*/y^5&^5j?^$K (854mg,2.0mmol) Sra^V— /V (17mL) {C®liB&i2:TflH$L 
, fl4ftlW , C<Dttra&fflV*T3B&KT, 2N4fiiS(l.linL,2.2mmol)SrSliSifttC«ITUfc 

»i»4»U ^/-M4.3mLx2)-Cgfc#U *«±T?a*We*ft(1.5l*mi)*, 70 
•ClcnMittJBI (23^IH) U «K3B*££ (786.1mg,85%) £#fc 0 
1 H-NMR7^h^(DMSO-d ) S (ppm) :0. 30-0. 50(2H, m), 0. 60-0. 7 

6 

0(2H, m), 2. 56(1H, m), 4. 06(3H, s), 6. 86(1H, d, J = 6. 4Hz) , 7. 29- 
7. 35(2H, m), 7. 60(1H, d, J=2. 8Hz), 7. 64(1H, s), 7. 88(1H, s), 7. 9 
5(1H, s), 8. 07(1H, s), 8. 34(1H, d, J = 9. 2Hz) , 8. 70(1H, s), 8. 91(1 
H, d, J=6. 4Hz) 

[0053] mmW2. 4-(3-#tiv-4-(i/*v-7tt°/]sT*;JJ/U78~sU) T$y^^ydr'»-7-^ 



A 
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(500mg,1.17mmol) MlOmL) fc&Sj®£itr-C«# 
U ^Ml00r^>»mSrffiV^Tat^T, lN^b7K^*^(1.3mL,1.3mmol)€rH 

«r£J&U ^/-/W2.5mLx2)Ti5fc#U ^KJiTSi*iefl|(15^IB)«, 100"CK 
-Ci&®|feiS(22^ra) U flllE&ifl (483.7mg,81%) £#fc 0 

1 H-NMRX^h/V' (DMSO— d ) S.(ppm) :0. 40-0. 50 (2H, m), 0. 60-0. 7 

6 

0(2H, m), 2. 58 (1H, m) , 4. 09 (3H, s), 6. 89 (1H, d, J = 6. 4Hz), 7. 26 ( 
1H, d, J = 2. 8Hz), 7. 33 (1H, dd,J=2. 8, 9. 2Hz), 7. 59 (1H, s), 7. 62 ( 
1H, d, J=2. 8Hz), 7. 90(1H, s), 7. 96(1H, s), 8. 06(1H, s) , 8. 36(1H, 
d, J = 9. 2Hz), 8. 72(1H, s), 8. 93(1H, d, J=6. 4Hz) 

[0054] mmma. a- j 3-^00-4- ( ^ptw^ts z^kfezk) s7=j**a -i-* 

4-(3-^nt2-4-(v-^n^°abV>T5;y^;yV^^/V) T^/7sl^M -7-;*H^>- 
6-=¥/y>-^/Kdr-^5:K(150mg,0.351mmmol)tC, ^fiT^^A^Atfc^K 
(1.5mL)*5J:t^p-h/l'^^/VxJ>>'^— 7KfP^l(80mg J 0.422mmol)^PXLfc„ — 

(2.25mL)^P^L, ^I^^^fc, £©*»c«:^ift*-e4fci&U *(Dl&iW&lBtiSt 
'H-NMRX^h/V (400MHz, DMSO-d ) 6 (ppm) :0. 39 (2H, m), 0. 63(2 

6 

H, m), 2. 24(3H, s), 2. 54(1H, m), 4. 04(3H, s), 6. 88(1H, d, J = 6. 4H 
z) , 7. 05 (1H, s) , 7. 07 (1H, s) , 7. 21 (1H, d, J = 2. 8Hz) , 7. 31 (1H, dd, J 
= 2. 6, 9. 3Hz), 7. 41(1H, s), 7. 43(1H, s), 7. 59(1H, d, J=2. 8Hz), 7 
. 86(1H, s), 7. 92(1H, s), 8. 02(1H, s), 8. 32(1H, d, J=9. 6Hz), 8. 68 
(1H, s), 8. 91 (1H, d, J = 6. 4Hz) 
[0055] mmM4. A- [ 3-*vv-4- (^p^p^/U7$ Ji3;V^=.;V) T$ JZ?=. -7-* 
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4-(3-^nn-4-(^a , 7 p ot p /VT§/^/^— ;V) 7577i/^^) -7-^h^~ 
6-*c/V :/#/V:^lKK(150mg,0.351mmmol)^ ^MT^^V^V^df t/K 
(1.5mL)*3j:^^(23M L,0.422mmol)^P^fc o — M&WibteotZifi , -TCiO^^ 

tzM. eoicr^jfeiu (i74mg)*#fc. 

'H-NMR^-i^b/V (400MHz, DMSO-d ) 6 (ppm) :0. 39 (2H, m), 0. 63(2 

6 

H, m), 2. 46 (2H, d, J=l. 2Hz), 2. 52 (1H, m), 4. 04 (3H, s), 6. 88 (1H, 
d,J = 5. 8Hz), 7. 21 (1H, s), 7. 31 (1H, d, J = 8. 2Hz), 7. 56 (1H, s), 7. 5 
9(1H, s), 7. 86(1H, s), 7. 93(1H, s), 8. 02(1H, s), 8. 33(1H, d, J = 8. 
2Hz), 8. 68(1H, s), 8. 9l(lH, d, J = 5. 8Hz) 
[0056] ilfflS, 4-( 3-^PP-4-(^n^PfcVWT$/^/^-/MT$y7^ydr^-7-^ 

\>**s-s-*j^i})Vifs*^Y myz^^ymmm^ (a) 

4-(3-^oo-4-(^D^ p ntVvT5y^/V^— ;v) r%jy^.^y) 
6-dr7U :/#/1^3rlKK(700mg, 1 .64mmol)^r^y — Ml4mL) jo 
^(143 m L,1.97mmol)<D^^(C70^-t^fi?$-Br/c o 4-(3-^on-4-(^n7 
ofcVVT$y^/Vfe /I^)T5/7oiy^^)-7-^h^->'-6-^r7y>'^7/V^-!J-$K(D^ 

#U »ft*«5tUfco #b;fr7ci&J,£60^i£*£U «fB*Sfi(647mg)*#fc„ 
0Kifc2) 

4-(3-^nn-4-(^n:/nfcVVT5/#/V#— /W) T$S7slS*?Ss) -7-^h^ri/- 
6-^r/y>-^7/V7}?^5K(600mg,1.41mmol)$:. g^(6mL):fc±tW^;Vl^:^ 
(200 u L,3.08mmol)0^?gMK50W^?$-frfCo 4-(3-^on-4-(v'^D7o 

&&mi,tc&. ^fS— /K7.2mL)io«fcTJ?4-(3-^ac-4-(iy^n^ > afcVWT$y*/V 



WO 2005/063713 33 PCT/JP2004/019223 

tzo ntbtitcm&&6ox;-?&mu mz&Mi (545m g ) &ntc 0 

[0057] mfe^H6. 4-(3-^aP-4-(v^P7 p PfcVKTg T*J7^S*^-7-* 

^^ /^^g fejO fel (B) 

A (I) (250mg)^30 < C-e3^F^, 40^16R#fia«jai£MU ^fE^ii. (240mg) £#fc 

o 

[0058] mms\7. 4-(3-^un-4-(^u^u\i';UT^/iJ^^U)T^/7^/^)-7-yi 

mmi) 

/^/V*^r^Kfp!^<D^A(600mg,1.15nimol){C, SFiftn-^Ml2mL)*in^.x 

mmm& (503m g ) £#/c 0 

(SSfe2) 

A(l)(1.28g)lC^7-/K6.4mL)^P^, 40 < €-Cigft?£*, d WC£0&i&£36B# 
^m^bfc #r Wbfc^^^^bfc^, 50t:-e^b, ^IE^hh (0.87g)^#rto 

4-(3-^nn-4-(iX^n^nfcVVT$7^/VxK^V)T$y^3iydriy)-7-^h^r^- 
6-dryy^/V^i^5;K(2.00g ( 4.69nimol)$r@^^(14mL)^^^X/P/jN>'^ 
(0.37mL,5.62mmol)<7)^^{^P^, 40 < CT*^$-frfc„ *A?&flfcBUi:«* 
f&f^-^P^V— /K9mL)*3<J:0 ? 4-(3-^C20-4-(->'^a^ 0 atVl'T?y^7/^— /V 

) t$/?w=^:/) -7-y ^#/w#3-ikk ^y^yiifiwiig 
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£ (O(l00mg)^Wl^nxfcm. RJ&mao&m&U iSh\mm-4V7W;i> 
(10mU&30#}W*TiKTUfc, Wm>Cy7'vVfl'<omT1&T&* KiS«*1.5ll*BHi 

RtirA(2.22g)&#fc. 
G««fe4) 

6-=3ryyv*^7K^$K(1.28g,3mmol)*5j;^^(12.8ml)^-^L, tC* 
^>-^V/KV^(0.408mU6.3mmol)^Px.> M"C«J$UT*«P$*fco RfomZm 
ia^30 < CtC-C*P^U, M7.7m])&«fc&nUfc. 4-(3-^pd-4-(^d 

X5#mmwu ^e>{^*^7K^p^c*mtcT255>ra^ufe(^tai7.6 < c) 0 # 

[0059] ^jjfe^ilS. 4-(3-^PP-4-('>^P7 c PtVVT^/i;/V^/l,)T$y^ J ,y^»-7-y 

4-(3-^nn-4-(^n^ p nt p /VT$/^/V#=/V)T$y73iy^ri/)-7-^h^- 

6- ^7U^/V^1h^K(700mg,1.640nimol){^ ^}§X*i^fvWVV*:¥v'K(7mL)£- 
*P^L, SO^C-e^^^-Sr/Co 60 c C-e^^V^/l'*>'^(143M L,1.97mmol), gjsBfcn^vV 
(1.4mL)^ c tT^4-(3-^on-4-(>'^ci^ p abVVT57*/V^/V)T$y^rc/drV)- 

7- ^h^v--6-dr/<;^/^dr^K ^^OM^>^fc!|[«>9ltA (A) SrS*£*K: 
IH^fobP^, $e>^»fift=f/K5.6mL)S:454W»»t-C«Tbfc. tt«ai^/KZ>*TI*T 
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(SSft2) 

/K6.8mL)Sr30#a>ttT$i&TUt o SJ&$c£2B#fi5;^ 
tt«U TOi&Bl (I095mg) 

mm) 

6-=¥yy^/V^^.i^5:K(854nig ( 2mmmol)(C, ^jfiTv^5vV;*/V^^K(6.8mL)§r 
tin*.* 62 < CTiga?£l2:fc 0 (^M-e^^^/V*>^(454/iL,7mmol)jo=tT^4-(3-^ 
tm-4- (^n^ntVVT^y^/v^— jV) TX/yzr./^y)-7-^Y^y-Q-^-y]}y 

M35»«"ci5 , c*-e?&4pu Pia*"C304Mt#ufc. *f aut*s**«#Lfcfft, 60 

t^ftflfeU ^IE^^ H (l082mg)^#fc o 

[0060] 3tflsflii9. 4-(a-^pp-^- ^P7^^7$ Z^kfezkj T$ 

6-^/y^#^#^lKK(150mgA351mmol)£, ffiM(1.5mL)3S£Xf*?yXsUfcym. 
(31 a* L,0.422mmol)OM^M(C50 < CT^ft|$ii:fCo »»Sr«t»b/t« , ftlfc^ 
M0.6mL)*5i^iS#ij5(D ($S{jfel) ^#kftfc4-(3-^ao-4-(^n:/nt7VT 

^^<^^^b (a) *5Lfemzm&M?L, zb\zmm^Mi.8mL)&2mr$i>*tfxffi 

TLfc, ^^^/K^^T^T^, Hf&^50'CT*30^#L, 

«PlKHi#bfc. «fWb*JSS*«»bfc«, 60 , C-C«»U «l(fB&£ (176mg)£# 
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[0061] m-ffiMlO. 4-(3-^nn-4-(jy^P^PbVVT$y^/V^/V)T$y^aiy^rv-)-7- 

e-^yy^/v^iKKG.oog^.eQmmoi)^ ^(l^Disi^^/w*^ 

(0.36mL ) 5.62mmol)O^^MtC40 , C-e^$-1irfCo fflR%$ffiUtfk. l-7w< 
M4mL)feJ:tf J 4-(3-i}'nn-4-(iy^n^nt 0 /VT5:y^/V#=yV)T5:7^aiy^r 
-7-y*3->-6-=*-yy ^*/m?^$K i^X^^MWftcaiSft (C) (lOOmg) 

^SJ^^{dli^P^,$fe^l-^n/Ny-/Wl4mL)*5<t^^-i'y7 P ntVHl0mL) 

40#8H$Ufc o *fmUfc3lta*«IRL, #iE3£&(2.61g)&#fc 0 
[0062] ZjNio, **^X/P*l/mM<D 1 H-NMR<Dik^7hmZUT<Dt3d<9X*&Z> 0 

'H-NMR^^h/VCDMSO-d ) 6 (ppm) :0. 44 (2H, m), O. 67 (2H, m), 2. 

6 

36(3H, s), 2. 59(1H, m), 4. 09(3H, s), 6. 95(1H, d, J=7Hz), 7. 25(1H 
, d, J = 2Hz), 7. 36(1H, dd, J = 3, 9Hz), 7. 63(1H, d, J = 3Hz), 7. 65(1H 
. s), 7. 88(1H, br s), 7. 95(1H, br s), 8. 06(1H, s), 8. 37(1H, d, J=9 
Hz), 8. 73(1H, s), 8. 97(1H, d, J=7Hz) 

[0063] mmm 1 1 , 4- o-^pp-4- f^p^ntf /vr s z^k^azk) y^ yj^ -7- 
(Kifci) 

4-(3-^PP-4-(i^^P^PtVVT§y^/^-/V)T$y^3iy^v-)-7-yhdr^- 
6-^yy:/#/V/J^1KK(150mg,0.351mniol)^ ^t&T'i^fvV^/V*^>K(1.5mL) 
*3it^^i^^X/V*^^(34M L ( 0.422mmol)^D^^«f$-fr^ eO'CT', KJS^gfc 
|ft3i^/Kl.5inL)Srl.5l^ra36^tT»Tb, B^^/V©*T&l*Tlyr30#ftiS« 

C&Sfc2) 

4-(3-^PP-4-(^P^PkVVT5y^yV#^v)T^y^rny^v-)-7-^hdr>'- 
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6-=^/y>'^/VjKdri?-5K(2.00g > 4.685nunol){C, mUX^fy— M40mL)$d£Xfi^? 
^X/V^^(459ML,5.622mmol)^Px.. 65X:X^M^tc 0 Kj£*fcS\ 22<CO*S 
UmzXtftMl-, Rfofc\Z.4-{3-?xi*-4-(^9n'7xi\?;VT^;j3JiV-&~M TKS 

, ^lE^(1.55g)^#fc 0 
[0064] 3gjjfc0i|12. 4-(3-^PP-4-(^a^PtVVT$y^^7K^/V)TSy^^/^>-)-7- 

mmi) 

(i98mg){j:^y— M3TaL)&£xfMo.5mL)&Mx.. mmx%.mmzmmmwL-tz 

o Mf B ^^bfc#. eOWIfcifcU HfE^ftfl. (89mg)<Htfc 0 

4-(3-^nn-4-(^a^nfcVVT57^/V^=/V)T$/^zny^v')-7-^^iy- 
6-^/y^#/l^K^$K(150mgA351mmmol)^ mnX*&m(.0J5mL)%>£Tj^?^ 
^^>m(34u. L,0.422mmol)^P^, 60^CT?*§#?£-tirfc<, 7k(0.225mLX 2-Z^nX/ 
— /K2mL), Hifc#i|12CD (gt&l) ^#^fc4-(3-^na-4-(v'^n:7 0 afcVl'T5:/ 
Ji;Vtf~;V) T?7^znydri/)-7-^h^rv'-6-^r7y>'*^=3r-^5K J^^/WsfrV 
^t^Mel ( B ) *3iUf2-^o/ V-/K2.5mL)^H^I^^WM^P^cm, £cJ&$c£ 

2.5NFF^^^-trot:*T^SPL, 3o#3t#uto «rt±lLfci^ B e B ^^bfcm, eorr^ 

»U ^IB^hI (139mg) &#fc<, 
[0065] ^life^)13. 4-(3-^PP-4-(^P^Pb>7$y>&;V^^) T$/:^73r^)-7- 

4-(3-^an-4-(v-^n^ p otVVT5y^/^— /V)T$y^3i7^>')-7-^h^fi/- 
6-=*r/y ^/^=3r-y-$K(400mg,0.937mmmol)fC, ^f&^^/l^l^^KtemL) 
^PX, 60 c C-C^^-fr7 v C < » ^^*/V*^K92 M L,1.124minol\ g^o^V 
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(2.4mL) teXXf^MM 1 2<D 0K8sl) T'#ibixfc4- (3-^nn-4- (S^n^nfcT/kTS 

Z^mm<D^ ( 0 )^K^(CJIK^DX, 6(rc-T?20#jt#Lfc„ ££>{-£0£$:^@l 
^^/Kl.6mL)^nxi, MfC?^^--i-80 £ C(^P^b, 1.5P#P^{tT0r*T?^Ub 

[0066] #33, ^^^/V*^^0 1 H-NMR(7)'fb^v'^hfit(4WT<Ot jo^-efc^o 

^-NMRX^h/VCDMSO-d ) 6 (ppm) :0. 43 (2H, m), 0. 66 (2H, m), 1. 

6 

05 (3H, t,J=7. 4Hz), 2. 38(2H, q, 3=7. 4Hz), 2. 58(1H, m), 4. 08(3H 
, s), 6. 88(1H, s), 7. 24(1H, s), 7. 34(1H, d, J=9. 0Hz), 7. 60(1H, s), 
7. 61 (1H, s), 7. 88 (1H, s), 7. 94 (1H, s), 8. 05 (1H, s), 8. 36 (1H, d, J 
= 9. 0Hz), 8. 72(1H, s), 8. 92 (1H, s) 

[0067] ummi. mM&&m\tfu®> 
UlW] 

X*mt>tlfcb<D)<DmM&M&. mfc^XfmO.H. Woodk, J. Pharm. Soc. , 5 
4, 1068 (1955) KJ^WTO^t-TSll^UfCo #ib\ 2§fi?Mf3^fi?#J 

(Hl^^^ifeo^) 

: m 14&IE B ^^^O-^^lfe (^^K^lfe) K!Ej&$nfcf&2*& (pH 
6. 8, 500mL) 

^T-i^O^m^MM. : 50rpm 
^^^}r*5tt^^^-r5^^0®«: 1cm 2 
-^^!)^4:^lmL 
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(HPLCO^#) 

Cadenza CD-18(^^h^^^%f^;F*!&4. 6mm, #7-^ 100m 
m N *W^3 ^ m) 

^ISWB: 

A*& HO:CH CNrHCIO =990: 10: 1 (v/v/v) 

2 3 4 

CH CN:H 0:HC10 =900: 100: 1 (v/v/v) 

3 2 4 

B?£cD^^:20% 
aA*:100juL 

t±i : m^%% Att- (iBiJ^&S : 252nm) 
hf" : 25"C 

DBA] 

[0068] 



(/ig/»/cm 2 ) 




0.8 




4.7 




8.7 


^>jm*(A) 


11.8 




15.5 




18.5 



[0069] V^-r^^^(DM H B a ^c*5V^T 1 b > 3»t#©»ftfcJttftU"r»*aMt39S**<±#b 
[0070] jjfe g~^/v*fcfcH-&g«i«htBft«» 
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o 

DMfJKl 

»WBitR«>#^ W-^«*2K, 8#F^jfc&*2Sgf <o||#£0 l (c^-To 
[0071] [^2] 







mm* 








(hr) 


1. 17±0 4 


2. 67±0. 7 


1. 67±0. 3 


S^ifii^* jSS (c max ) 


(ng/mL) 


53. 3±9. 9 


480. 4±31. 4 


397 1±100. 1 


24^IW«<DHH»«a« (C 24hr ) 


(ng/mL) 


24. 0±9. 0 


100. 5±81. 7 


17. 1 ±2. 5 


AUC 0 -24hr 


(/ig hr/mL) 


0. 6±0. 0 


4. 8±0. 2 


3. 0±0. 4 


BA 


(%) 


9. 1±0. 4 


73. 5±2. 3 


46. 2=b5. 9 



[0072] V>-ftb©ifi©t§*^*5V^, jSlUflSOig^tJt^bTft^lfiL^tf MfeitWB 

A#:fc*<±#i,fc. 

[0073] %mi<mM3o£i£m&£jmmm 

tim&nto<om& (I) (HJfi«iOT?1#e»*Lfct><z» fc±^;^t*Kox^l| 
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1 . wmsEomikW m m i m w> 

a-l. 25^, *l*fS&75% 
b-l. 25t: % *B*j1g^93% 

2. a«cg?S^«#^#(»IW:2jBI«l) 
a-2. -20<C ttgg?) 

b-2. 25*C, 3feMW(1000/V^;^bT/V5fg-Cjg)t^W) 
c-2. 25^, 3£Ha#*(l000/W^ ^Efl) 
d-2. 40*0, *B*J1S^75% 

e-2. 60^ («t?BB ;fc;£U ^v'/V^4g^^fP#)©JjSS (I) t-ov ^TJ4*?"f*»lt 

3. HFLClC±***Mb*©*£2fe 

zfsmmmmu ^mmmi-xm^mmm^^t^ (o. 05%sx±<d^ 
mm^^vut^ ) 

m*<D7fm%>A(%) = (i^wMftiDt'-^Bi) x ioo/{ (*/i^?=¥^k© 

#7-k:Mightysil RP-18GP(IBm'fb^^thM;rt^4. 6mm^7Afl5 
0mm, 3|&^HI3 m m) 

«B£:1. OmL/^ 

Af& H O : CH CN : HCIO = 990 : 10 : 1 (v/v/v) 

2 3 4 



WO 2005/063713 



42 



PCT/JP2004/019223 



B}& CH CN:H OrHCIO -=900: 100:1 (v/v/v) 

3 2 4 

[0074] [*3] 





B&CD;SK(%) 


0 


5 


3 


20 


15 


20 


30 


100 


30.01 


5 


35 


5 \ 



[0075] &A*:10mL 

*a : 3?*UR3te3fe Atf (W3£«« : 252nm) 

6i9) KT«5»s*fr?ffoft. 

: RiNT-2000 m%*mteft&tm) 

Wftffi:40kV 
IfflitffD : 200mA 

K:5° 
j£S$ft:20/0 
7&6£SIS:2 0 =5° —40° 
»tt*ys*:0. 5° 
tfcftxyyHO. 5° 
S^U^HO. 3mm 
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5. TK^asa^ 

[0076] [M 



[0077] [^5] 



[0078] [^6] 



[0079] 





7K#M 






0.7 


c 


a-1 


0.6 


C 


b-1 


0.7 


C 



>v;ueg&(P&il (C) <7>MttM 











0.7 


c 


a-1 


0.6 


c 


b-1 


0.7 


c 





7K#M 






2.9 


I 


a-1 


0.6 


c 


b-1 


0.8 


c 











1.7 




a— 1 


1.7 




b-1 


1.4 





[0080] ^>^mM(0^ (A) . ^A^it^ifl (C) *5 it^^iX/VMCDi^^ ( 0 ) KM 
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[0081] [^8] 











^»\,WL&(D&& (A) (D@<*M14Pfii 






Ftttti 


K%) 






4.02 


0.3 


A 


a-2 


3.90 


0.0 


A 


b-2 


3.95 


0.0 


A 


c-2 


4.23 


0.1 


A 


d-2 


3.90 


0.2 


A 


e-2 


3.97 


0.2 


A 



[0082] [^9] 



[0083] [^10] 







(%) 








2.11 


0.7 


c 




a-2 


2.10 


0.7 


c 




b-2 


2.09 


0.8 


c 




c-2 


2.22 


0.7 


c 




d-2 


2.06 


0.6 


c 




e-2 


2.18 


0.5 


c 








tt7fl!M<%) 


tsa« 






0.62 


2.9 


I 






a-2 


0.67 


3.1 


I 






b-2 


0.66 


3.1 


I 






c-2 


0.87 


2.9 


I 






d-2 


0.61 


0.9 


c 






e-2 


0.84 


0.3 


B 





[0084] mm 
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0.55 1.7 

a- 2 0.48 2.0 

b-2 0.46 2.5 

c-2 0.49 2.1 

d-2 0.48 2.0 

e-2 0.51 2.2 



B 
B 
B 
B 
B 
B 



[0085] (A) , ^y^m<Dm^ (C) *5^^i//V^^^f H ( 3 ) fcH 

ffi#M75%^TXi^Lfci*mra^ 

[0086] fSM|4. ^^StijO^fl(B) (^^|6X-#Wv^^)^M^^XM[Hl^ 
[*fe] 

, HE#;3%, 30%, 50%, 60%, 70%, 75%, 80%%>£Xf85%\cMMl'tz 0 

DNf*] 

+i*fS^3%-70%Tii^i//VMO^Hl (B) (D^flgT'^Bl^^feb^ 
5%t^>/«©^^ B (C) ICiJte^Uto 

[0087] t&s^is. ^^^o^y^y vx^^^Kfa^) (mmmscp m&i) xm^tr.i, 
<p) m^m-m^xmrnm 
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: pct-20 m¥wm&&&tm) 

iU^m^:30 c C, 40^. 60^C. 80^, 120t\ 140^ 180^ 200^C, 2051C, 
21 0<CioJ:tf21 5*0 

30t:— 80^ttJliSte#ri§&fck;h^av3fcj&^ i2or£JUrtf>Maw^/^ 
(C) -©^^Wft^fc. 
[0088] («&*X»lHl*TaS) 

WtktoU 2, 3, 4, 5, 6, 7, 9, 10, ll^U^^nhixtd^^Z.^^ 

■C, ^14^E0^«*©-^^^fa«$n7t^^Xj»0^a9^ife(B-614 

-619) fc«v\ sir^m^w-cn-oito 
mmmm : rint-2ooo (a^m^^^ttst) 

rf-^-^- : j^gj^-^-^- 

ffllff :40kV 
WS&S :200mA 

^dMr^bT— K:5° /^(Kit«i-C#bixfci6MI*|c<o«fa, ^J6^Ji-C#bti 
fc^^oM^.^i£^j2T'#bnfc^>f^^^O^^*5j;^^Jlor*#b 

n,tz*i//\sm&(Dmmmva<D&M s a) tov ^rs, 2 0 /#) 

^S$A:20/0 
«^IS:2 0 =5° -40° 
3gfUUs>H0. 5° 
:0. 5° 
S^i^HO. 3mm 

coo89] »3twi. mmmu 2, 3, 4, 5, 6, 7, 9, 10, ii:fej:tfi2^e>;h,fc#*g,&<z>«& 
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0, n*5j:t^i2-c?#e>Hfc#*SfA©lHl*HI (2 0 ^*JJ:trafc**r*iT^eii* 
12~^19tC*Ufc. 
[0090] [*E12] 
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=0 
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[0098] ( 13 C@^NMRX-<^h/Vc7)Sa^) 



WO 2005/063713 56 PCT/JP2004/0 19223 



mW : CMX-300 (Chemagnetics) 
Sy^M:^?a(22 t C) 

mm&nitfv&^/^y**^) (ft%$mm:i. 56 PP m) 

S!)^: 13 C(75. 497791MHz) 

^v^mom^mm : 25# 

[0099] ||JK^5:teJ;tJ^ 
[0100] [^20] 



fc^>?Kppm) 
169.7 
162.4 
156.3 
147.5 
142.3 
137.0 
130.1 
128.0 
123.4 
120.5 
114.6 
102.3 
98.4 
58.8 
39.2 
23.8 

9.9 

5.7 



[0101] [M2\\ 
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*S/JUWtt(C) 

170.9 
166.1 
160.2 
155.3 
148.1 
144.6 
142.4 
136.8 
130.3 
126.6 
122.9 
121.4 
115.9 
105.6 
97.0 
57.4 
39.3 
21.9 
7.8 



[0102] m^R^^wv(Dmm 

miA^uE b *mmjj<D—m>nmm^mmis^ (atr 

ifc)tt:fi6l\ FT— IR Spectrum-One ^^^/W—v ? ^^>'^±M)$rffiV^T. 
iMJfc*&H4000— 400cnT\ ^IB4cnf 1 T?fTo;fc 0 

[0103] mmm^ 6. 7, io. ii^xm2^mhn,tz^^(Dm^A^^h/^^ 

^tim 16-g|21 {C^U Mt'-^CD&l^cm" 1 ):^ 
^22— ^27{£*L,fc 0 
[0104] [^22] 
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%T 




%T 


5K$fc(cm" 1 ) 


%T 




%T 


! 3306.50 


87.76 


1350.26 


72.77 


846.45 


83.06 


523.19 


63.87 


3143.87 


89.68 


1311.98 


88.26 


827.77 


76.51 


458.48 


77.37 


[ 2676.03 


90.20 


1280.50 


77.49 


811.59 


76.37 


428.43 


84.18 


2179.21 


92.50 


1239.62 


73.06 


775.98 


73.68 


404.39 


73.43 


1709.03 


76.99 


1204.43 


65.76 


756.07 


82.42 




I 1689.20 


75.28 


1194.13 


65.42 


739.83 


85.42 


1639.51 


83.49 


1181.63 


65.44 


721.85 


79.51 


! 1589.27 


83.46 


1161.34 


62.76 


697.83 


84.41 


I 1526.06 


76.88 


1091.07 


79.89 


681.20 


81.05 


1492.40 


85.76 


1044.40 


60.26 


642.73 


72.54 


1456.75 


74.01 


985.56 


78.02 


595.47 


76.50 


1420.18 


83.16 


911.30 


76.39 


550.94 


56.67 



[0105] [^23] 







aSKcm -1 ) 


%T 


S»(cm H ) 


%T 


SStcm" 1 ) 


%T 


BSCcm" 1 ) 


%T 


3403.30 


88.90 


1447.27 


70.65 


1034.51 


53.11 


621.03 


80.63 


3288.86 


87.65 


1418.76 


72.95 


988.08 


74.83 


582.94 


68.34 


3148.98 


86.30 


1385.12 


68.18 


957.18 


82.10 


553.10 


54.69 


2500.86 


89.65 


1349.46 


74.29 


917.63 


74.99 


524.26 


52.32 


2071.00 


90.59 


1281.22 


76.13 


885.07 


76.41 


460.20 


71.59 


1975.82 


90.44 


1259.90 


66.26 


846.37 


75.01 


445.97 


70.23 


1676.34 


72.60 


1238.09 


73.20 


824.56 


71.62 


429.58 


74.11 


1654.00 


75.28 


1216.34 


65.61 


774.19 


68.81 


417.86 


77.33 


1610.72 


80.67 


1187.31 


65.81 


740.35 


79.48 


404.47 


75.14 


1585.16 


80.02 


1147.23 


59.40 


717.65 


83.13 




1549.95 


76.15 


1086.20 


72.28 


697.26 


75.94 


1492.04 


71.57 


1068.05 


78.63 


667.94 


76.40 


1474.49 


78.84 


1051.40 


77.11 


648.45 


76.93 



[0106] [^24] 





) 


&&(cm -1 ) 


%T 




%T 


aSKcm" 1 ) 


%T 


&£t(cm ') 


%J 


3423.95 


95.31 


1454.93 


79.66 


1053.79 


88.07 


678.66 


86.22 


3387.99 


94.61 


1417.85 


85.41 


1031.32 


69.48 


622.21 


83.97 


3265.37 


94.09 


1390.53 


79.57 


999.13 


86.02 


599.75 


82.04 


3134.95 


93.21 


1352.31 


83.39 


957.03 


92.45 


589.04 


82.04 


2189.73 


96.49 


1323.76 


82.35 


923.13 


91.37 


578.57 


84.66 


2055.55 


96.35 


1286.71 


83.52 


909.07 


83.03 


553.91 


71.59 


1701.76 


86.67 


1259.58 


78.08 


885.46 


87.22 


522.49 


56.69 


1682.83 


77.44 


1241.58 


83.13 


873.44 


88.13 


502.44 


71.80 


1652.89 


90.15 


1211.19 


71.92 


849.08 


79.00 


456.20 


76.23 


1613.76 


88.25 


1185.21 


72.85 


823.54 


86.89 


446.12 


77.77 


1587.67 


89.60 


1151.72 


68.76 


770.37 


80.47 


419.73 


79.39 


1528.85 


75.23 


1132.10 


77.56 


746.03 


83.64 




1474.24 


89.39 


1094.87 


80.65 


720.92 


92.81 
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3518 (cm -1 ) 


%T 


fc»(cm" 1 ) 


%T 


&Sfc(cm H ) 


%T 


SS(cm" 1 ) 


%T 


3397.97 


86.39 


1505.67 


75.91 


1057.74 


71.52 


601.50 


59.64 


3319.94 


84.81 


1474.53 


73.63 


1030.17 


53.75 


547.68 


44.53 


3177.53 


83.45 


1453.55 


63.44 


989.94 


65.62 


526.55 


45.99 


3096.06 


83.80 


1416.08 


65.42 


971.08 


73.93 


482.62 


58.93 


2159.87 


91.01 


1396.67 


60.87 


909.73 


61.10 


471.45 


60.44 


2032.91 


90.61 


1350.85 


66.67 


876.69 


74.65 


444.14 


59.99 


1749.63 


86.77 


1284.69 


68.19 


844.04 


65.31 


423.38 


58.76 


1724.72 


86.69 


1260.86 


62.02 


798.03 


71.63 




1683.59 


71.59 


1223.56 


52.48 


772.20 


68.51 


1641.48 


62.67 


1201.48 


57.53 


717.29 


75.90 


1605.84 


67.15 


1186.05 


55.01 


686.79 


66.91 


1585.45 


65.70 


1146.06 


51.51 


668.46 


68.22 


1557.92 


64.45 


1091.15 


69.64 


650.21 


68.04 



[0108] [^26] 





KSStcm" 1 ) 


%T 




%T 


a£Sfc(cm 1 ) 


%J 




%T 


3422.06 


93.12 


1385.04 


83.40 


931.15 


91.11 


527.37 


71.96 


3303.44 


89.24 


1355.81 


74.56 


909.24 


84.55 


514.22 


64.33 


3128.13 


92.01 


1319.88 


77.31 


885.60 


88.76 


476.26 


89.39 


2595.94 


92.67 


1296.55 


77.66 


872.37 


82.05 


460.92 


87.09 


2276.37 


95.87 


1253.87 


64.28 


838.72 


77.28 


446.30 


84.63 


2051.39 


95.50 


1199.61 


71.21 


779.73 


90.55 


429.94 


87.20 


1694.09 


72.13 


1187.91 


69.92 


741.49 


76.67 


416.02 


78.03 


1644.75 


84.09 


1139.76 


64.85 


723.87 


81.99 




1588.32 


83.16 


1092.92 


83.86 


676.10 


84.75 


1529.21 


65.27 


1066.96 


88.29 


599.47 


91.23 


1457.83 


69.69 


1055.19 


86.48 


578.37 


80.13 


1426.95 


85.03 


1028.72 


62.50 


552.44 


80.28 


1400.48 


72.09 


996.79 


86.93 


537.09 


74.86 



[0109] [^27] 
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^ S J\'¥BZ*sm. \ P 


) 


>JR$[(cm ; 


%T 






;RsxCcm ; 


%l 


a5»(cm H ) 


%T 




78.44 


1426.27 


66.22 


1033.17 


38.75 


612.89 


65.29 


I 3107.11 


84.00 


1398.05 


55.56 


985.47 


65.92 


591.48 


61.15 


3000.63 


87.00 


1355.93 


50.43 


945.83 


78.73 


578.14 


47.06 


2931.74 


88.33 


1309.97 


80.04 


910.85 


56.84 


551.71 


51.97 


2582.21 


87.39 


1281.20 


64.46 


892.18 


69.98 


529.84 


43.75 


2260.15 


91.52 


1241.00 


51.31 


871.99 


76.39 


518.10 


46.42 


2040.56 


90.88 


1205.77 


45.41 


840.95 


59.27 


468.69 


66.48 


1968.01 


91.72 


1184.19 


43.37 


830.58 


55.72 


457.49 


62.27 


1689.52 


55.42 


1151.28 


55.33 


788.17 


78.25 


446.73 


65.90 


1647.24 


71.29 


1131.31 


44.71 


763.00 


78.08 


430.38 


71.60 


1587.52 


70.97 


1086.08 


65.79 


741.34 


50.54 


405.91 


50.91 


1524.38 


57.93 


1061.38 


70.95 


682.32 


67.23 




1453.72 


46.32 


1049.91 


62.19 


644.25 


70.08 



[ono] {mmmm<o$m 

lmg^ 

*mm^m m&& aerosil (&mtmn) 200, 0 #r^ns^ 

«cS^tt) 192g^20L^-/-?-$=arf— T^m, SfelCD-^^h— /KJR#*lk 
3lDftl'fbJ*natttc*#th) 1236g. jffii&^Tlf-tert'PHlOl 
, *i^fifeX|i(g«cSC#tt)720g, tKo^i^olf/l^r/VB— ^(f§^, in^HPC 

anus * (c) Sr&^ri-s5&K«b*#fco £©^fc&ffl5«fe*» (eoic) -e^^m 

^.AOftttftk ^oo^&Ac-Di-SoK FMC International Inc. ) 120g, ^-vyVflfc 
^ry/W-hy^A(»JFiffl % JRS Pharma LP)36gS:20L^>i/9— 

A*v-cffl^«, figitm, i^fcfcy^asioomg(D^j^#fco $?>^« 

#J=»— Tvrv^-C, a— y-f^ttfcU-C10%*x"<K9>f-f3in— (OPADRY 03F 
42069 YELLOW. 0**9=>1**#tt)*»tt«:fflV^T, J^Wfcla— 
U He*>fc0»«4lO5mg©3— ^^leSr^fco 
[0111] 10mg^ 

m (c)60gt*i*eflt^>fift(^HkB&Jtffl. iftiai&AERosiL(s«iaei)2o 
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V=h-/Kja^W x Ji€?P«Ilittc5££ftfc) 1200g. ^ORJIMW, jgj 

p w H ^Ttf-fe-/VPH101, te-fbfifcXISIttc^^tt) 720g, fcKn^V:/nfc:VV-feAn— x( 
JS^J, fSS^HPC-L, 0^W^^ ; f±)72g^Px.Tm-^LfCo 
^/-A&MS^DU^tll (C) ^#^53t*fc4fc«:#fc. ^(DlSMiSKii 

«(6o < c)-e«e«sfe«, ^^-^v^fflv^raaftu ss*fe&#fc 0 z.<D*mtkh\c ?u 

^/Md- X^hy^Oft^L i&i&^Ac-Di-SoL FMCInternational Inc. ) 
1 20g, ^Aflfex^ry/W-hy (*»SR#L JRS Pharma LP) 36g£20L;?V:/ 

PADRY 03F42069 YELLOW, B**9=J>**^tt)*iaPift* , ffiV^ «9W 
[0112] lOOmg^ 

*Sfi(C)31. 4gt&*«ff^^(^WfclBlha!L ^d b d^AEROSIL(^^) 
200. 0*r^n^/V|*^th)4gS:lLX-^-$^-'T?i&&a % 

7 , ntWt;Vn-^(^j, ^ B B n^L-HPC(LH-21) , ff j6Mk^X*ttc^tt) 
lOg, fcKa^r^ntrA-fe/Wu-X^^J, ffifp^HPC-L, B #W^I*5££r*fc) 

, H*£2r#fc 0 r<Z>Jffi*ft£±<i>fc: % ^^b- x^hy*A0£yg#L j^iS^Ac-D 
i-SoUFMC International Inc. ) lOg, Z7-^/^m^TV^-i'h])^J^(m^L J 
RS Pharma LP) 1. 5g*«^«, TO«^3»MgU l<Kfcfc9»K4400nig<Dtt 

[0113] #3§BJ{-^£k 4-(3-^nn-4-(i/^n/okVk75/*;^- /V)T^/Z7^^ 
)-7-^h^i/^-^yy^A^^$KO^fc c t«<Z)^^^^bTJ'(r^tte>0 



f 
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[I] 4-(3-^no-4- ( v^n:/u \£;VT^J^i;V^ /V) T^/^^y^V) -7-.?*HF~>- 

[2] 4-(3-^np-4-(^c7°otVVT$7*/V^=/V) T^y 3r^) -7-* b^->- 

[3] 4-(3-^Dn-4-(^o7°ntVVT5:y^/^-/V) T5/7aiy^»-7-p<h^^- 

[5] 4-(3-^nn-4-(^n^ , ntVVT57*^=/V) T$7^3iy^r^)-7-yh^v'- 

[6] 4-(3-^do-4- (^n^nfcVVT5:/*^^/V) T$S7x.S3?5s) -7-.?«HF~>- 

e^/y^/v^iKK^*:/;^*^ 

[7] 4-(3-^nn-4-(v-^o^ p atVVT$y^;/^— /V) T5y"7^y^» -7-^h^f 

6-^yy^/^^-y-$Ko^^^^^^o@^^?p^o^^ 0 

[8] 4-(3-^na-4-(v'^n7 0 otVV'T57^/V'^=yV) T5y^3iy=¥v')-7-^h^rv'- 

[9] 4-(3-^nD-4-(^D^ntVVT$/*/^'^/V) 7'5/7^y^v')-7-^h^r^- 

e-^yy^/v^ih^K^^^^^^^^cD^^/vx^^^Kfp^o^fHo 
tio] i&jfcxmm$rizi3\<^x^ mmM(2e ±o. 2 0 )9. 65° s&ms. 3r Knaar 

tr-^Sr#^-5. tt*E4fB*©*NiCA)„ 

[II] 13 C@^^5C*qi^^WVfcioV^, ffc3H/7HI9l62. 4ppm % j^l28. Opp 

3ppm*Dj;W9. 9ppm^lf— ^£^3, |*&£4flE«<Z>ftri& (A)„ 
[12] ^®i|X^^h/KCj3V^-C, St^:1161±lcm~ 1 *3cttJ ? 1044±lcm~ 1 (C^ItKfc o 

-^Sr^Tt-*, 8tsfc«4iBtt©|gi&(A). 
[13] ^5feX^lHl^f{c:*5V>-C, (H^^(2 0 ±0. 2° )5. 72° 3o<fctFl3. 84° {.1\bI$T 

tr-^Sr^r-rS, »3ft«4EtO»ft(B), 
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mMxm\m$Tiz33\,^x, m^rnm2e ±o. 2 0 )i4. 20 0 ^^17. 59° tern 
mv-mrrs. mmm4mm.<Dm$k to, 

13 C@#:^^i#R&^^h/K^*3V^-C,^^h^l60. 2ppm N &J126. 6pp 
m,^105. 6ppm*5j;W7. 8ppmtt: 0 — ^$r#-T^^ »*3S43Btt<D*SS (C)„ 

**HftJR*^K'M;:*5Vvr, }£i^l324±lcm" 1 :fccfcU*579±lcm _1 {cMfc 0 *- 
?&mi-Z>, »^«4SE«OJfe*(C). 

*&5tcX|ft|HlifflC*5V>-C, EffirAtf (2 0 ±0. 2° )8. 02° *3±TJ?18. 14° KHifr 
tr-^Sr^T-rs, t»*«5fB*tf>*gfi&(F) 0 

^*X^lHl^ftC*3V^, EI^*(2e ±0. 2° )9. 36° *5it^l2. 40° KWOff 

tr— ^sr^rrs, »*5S7iB«ioj|§S(i)o 

^^RJDlX^h/UCfeV-C, ^1750±lcm _1 *5j;T^1224±lcm _1 ^llXb o 

^X^m^f^feVNT, 0^^(2 0 ±0. 2° )15. 70° *3j:tm. 18° KHJ 

fS^ftJBlX-'^M'KlfeV^ i6^Cl320±lcm" 1 feJ;tJ ? 997±lcm" 1 lC^JlXt <> — 
^^^•-rS, f»^8lE«OM^ ( a ) „ 
*&5fcXi»|5tfrK::i8lvr, [el$rfcg(2 0 ±0. 2° )6. 48° *3£TJ?9. 58° {C|fi]#r 

v-?*m~rz>. m#mmm<Di£M i ( 0 )„ 

*fl-»J|X*-<*h>Wc:*5 V N "C, 28 1 ± lcm _1 *3 J;T^985 ± 1cm" 1 |C!»JRtr— 

4-(3^nn-4-(^n^nlf^T$/*>'V#=/l')r$/73i/^)-7-^h^>- 
Wt.b-f%, 4-(3-^on-4-(^a^nfcVVT5/^/^— /W) TSjys.S*?/)-!-* 
4-(3-^na-4-(^n^afcVl^T5/^;/V^^/V)T5y^3iy^'>)-7-yhdriy- 
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h^-6-^/y^#yl^>1KK WsWWm&flM& (A) <DWmii%ko 
^^^*i-S^t$r#m<bi-S, 4-(3-^nn-4-(v-^D^nfc°/VT$/^/V7K^/V) 

Mm-r^t^mtir^, 4-(3-^aa-4-(v-^o^otVVT$/^7/V^-^) 75/ 

4-(3-^na-4-(^c^ p ot:VVT$/*/^— /V) y^S^is) -7-*Y*cis- 
i-^Cli^^m^i-S, 4-(3-^OD-4-(^n^DfcVVT$/^^=/V) 7$/:7 3 i 

y dr-» -7-y y ^/v^-y-^K ^^.^^mo^b (c) ©n 

4-(3-^nn-4-(^n^DtVVT5/^/^=/V) T57>'3i/^r>')-7-yh=¥v'- 

4-(3-^nu-4-(^n^ntf/VT$/#/]^=/V) T^SZr^J^y)-!-* 
h^-6-^/y^/>#3rlKK ^^/I^^&^bI. (C) ^it^jfe, 
4-(3-^nn-4-(^D7 p ntVVT^y*/V7K^/^)T^77^y^r-->)-7-^h^r^- 
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